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nr 


Animals Covered 
By The Animal 
Welfare Regulations 


4. Dogs 


Number of 
anima<s bein j 
bred. 

conditioned, or 
held for use in 
teaching, testing, 
experiments, 
research, or 
surgery but not 
yet used lb. such 
purposes. 


I C. Numte r 
animals upon 
which teaching, 
research, 
experiments, or 
tests were 
conducted 
involving no 
pain distress, or 
use of pain- 
relievmg ,lrugs. 


Itxi'ia.' sheets tinece s-sar^TusTAPHisTcRM 7022A ) 


Number of animnlr. ipo- 
which expenments. 
teacn.ng. research, 
surga -y. c r tests wera 
conducted involving 
accompanying pain or 
distress to the animals 
and for which appropriate 
anesthetic, analgesr;, or 
tranquifizing crugs were 
used. 


5. Cats 


6. Guinea Pigs 


7. Hamsters 


8. Rabbits 


3g> 


137 


Non-Human Primates 


1 0. Sheep 


11. Pigs 


-• Other Farm Animals 


13. Other Animals 


Jl± 


. Numter of animals upon which teaching, 
experiments, research, surgery or tests were 
conducted involving accompanying pain or distress 
to the animals and for which the use of appropriate 
anesthetic.analgesic, or tranquilizlng drugs would 
have adversely affected the procedures, results or 
interpretation of the teaching, research, 
experiments, surgery, or tests . (An explanation of 
the procedures producing pain or distress m these 
animals and the reasons such drugs were not used 
must ne attached to this report) 


TOTAL NO, 
OF ANIMALS 

(Cols. C + 

D + E) 


j27 


81 


221 


397 


193 
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2) Each pnnopal investigator has cons dered alternative to painful procedures. 

prindpa! mvesegator and approved by the InsMubora An!” atca' 80,3 r#9u,8 " ons «* specified and explained by the 

addition ,0 identifying the lACUC-approveo exce ptiont , mis summary of ^ "*"*• * 

4) The attending vetennanan for this research faciVv h * . " P 3s me 5pec ' es and " u ">t>er of animals affected 

aspects of animal care ano use ' " e u nor ' V 10 snsure the provision of adequate vetennary care and lo oversee the adequacy of other 
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Column E Explanation 


vninntan/ f S " aid t0 com P ,etin 9 the Column E explanation. It is not an official form and its use is 

exolaSon A Tnhf^T 365 , 'T**’ v ^ arycare Programs, and the like, are not required as part of an 

' E exp 3 iatl0n must fce wntten so 33 t0 be understood by lay persons as well as scientists. 


1. 

2 . 

3. 

4. 


Registration Number: 


ih-K -ooll 


Number 




_of animals used in this study. 


Species (common name) (r Tl 6- n f animal* used in the study. 

Explain the procedure producing pain and/or distress. 


AtT 


5. 


Provide scientific justification why pain and/or distress could 
determine that pain and/or distress relief would interfere v/ith 
Item 6 below) 


not be relieved. State methods or means used to 
test results. (For Federally mandated testing, see 



A tt AO-nZT> 


/V / 0~C> 


6 ' ) of ny ’ fe J eral r, “9^ laticns re 9 yire ^is procedure? Cite the agency, the code of Federal Reoulations 
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 1 3.1 02)- ^ 


Agency_ 


F'D A 


-CFR _ 2\ C1F/Z TAm-r (pio. i ) 
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PeL ails of the procedures creatine the pain and distre ss experienced hv 


in Category 


General* rfet! T I™* P !f ^ ir \ Categ0ry E were Evolved in experiments developing a 
ucneral Safety Test procedure as mandated by the FDA. g 

, rPP , , Tbc General Salet >' Test is a release assay specified in the Code of Federal Regulations 

21 CFR Part 6 m 'll °Th Very l0t ° f f, l08iCal Pr0dUCtS intended f0r a ‘iministration to humans 
(-1 U-K, Part 610.1 1). The purpose of the test is to detect extraneous toxic contaminants that 

e“en i e a,r:, n Vo n M a ^ !°' * P ? d “ t ^ CFR “s the test ntu^TeZ ucW 
essentially as follows. A volume of 0.5 mL of the reconstituted product is iniected 

produces injected fn ‘"T'r'.T additi ° n ' 3 V0,Ume of 50 mL of the reconstituted 

survive 7 davs 51 th« d „ gU ' nea P ' gS ' A Sample “ passes '' ,he test if » the animals 

t , J . , dayS ’. 2) they do not exhlb,t an y unexpected responses in the 7-day test period and 3) 

they ueigh no less at the end of 7 days than at the time of injection. Unfortunately the General 

Saf ty rest, while mandated, is incompatible with an orally administered ^ attenuated 

bacterial vaccines like those developed at AVANT Immunotherapeutics. Reconstituted vials of 

some of our vaccines can contain approximately 10 9 CFU/ mL and would be lethal if injected i n 

in mice or guinea pigs at the prescribed doses. Furthermore, such lethality would manifest in the 
absence of an extraneous toxic contaminant(s). manliest in the 

,• Jf allow ^VANT to comply with federal law and be able to release orally administered 

Safety r? <UreCted by the FDA t0 modii T the General 

safety 1 est per a 2G/94 FDA memorandum. This memorandum guided us to dilute our nroduct 

LTnTTu 1 W ° Uld fail a Geneml Safety Test ' based the intrinsic i.p. toxidty 0 f 

the product- It was recommended that this maximally tolerated dilution would b e P determined 

Safety Tes's^ atenaI ’ and then this dilution should then be used for all future General 

The modified General Safety Test Protocol was then determined as follows Groups of 

wraZfn^refTto° f r Ce ^ Increasin 8 counts of reconstituted vaccine, 

vas administered i.p. to the guinea pigs in log dilution increments. Increasing amounts of 

reconstituted vaccine was also administered i.p. to mice in log dilution increments Sals 

" n r d I 11 ? and u Weighed at the beginning of the stud y and at the end of the study 
ased on the result from this study, we established the maximal dose of vaccine that may be 

administered to mice and guinea pigs that would pass the General Safety Test. Unfortunately in 

the course of these experiments some animals that received a dose' of vaccine above tile 

axmially tolerated (passing) dilution suffered some pain and distress, which could not 

c tated with appropriate drugs. The 8 1 guinea pigs in Category E received such doses 

, . . The d °f S estabhshed m these preliminary studies were used in the General Safety Test 
which was performed to release vaccine. y 



